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SEARCHING AUTHORITY, OR THE DECLARATION 
(PCT Rule 44.1) 



Date of mailing 
(day/month/year) 



19 -1HN 20Qfl 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International filing date 

(day/month/year) 14 April 2005 (14.04.2005) 



The applicant is hereby notified that the international search report and the written opinion of the International Searching Authority 
have been established and are transmitted herewith. 



Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the international 
search report. 

Where? Directly to the International Bureau of W1PO, 34 chemin des Colombettes 

121 1 Geneva 20, Switzerland, Facsimile No.. (41-22) 338.82.70. 
For more detailed instructions, see the notes on the accompanying sheet. 
The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 
With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 
□ the protest together with the decision thereon has been transmitted to the International Bureau together with the applicant's 

request to forward the texts of both the protest and the decision thereon to the designated Offices. 
| | no decision has been made yet on the protest; the applicant will be notified a 



a decision is made. 



Reminders 

Shortly after the expiration of 18 months from the priority date, the internat.onal application will be published by the International 
Bureau If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the internat.onal application, or of the 
priority' claim, must reach the International Bureau as provided in Rules 90W,.l and 906«.3, respectively, before the completion of the 
technical preparations for international publication. 

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The International Bureau will send a copy of such comments to all designated Offices unless an in ternat.ona 
preliminary examination report has been or is to be established These comments would also be made available to the public but not 
before the expiration of 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for -national P reU ™ n "X 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority date 
(in some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed acts for 
entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 
See the Annex to Form PCT/IB/301 and, for details about the applicable time limits. Office by Office, see the PCT Applicant Gu,de, 
Volume II, National Chapters and the WIPO Internet site. 
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PATENT COOPERATION TREATY 



PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



FOR FURTHER 
ACTION 



PCT/US05/ 12671 



International filing date (day/month/year) 
14 April 2005(14.04.2005) 



(Earliest) Priority Date (day/month/year) 
19 April 2004(19.04.2004) 



This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This inte rnatio nal search report consists of a total of she ets. 

| | It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the Report • 
a. With regard to the language, the international search was carried out on the basis of: 

;e in which it was filed. 



□ 



a translation of the international application into _ 



_ , which is the language 



of a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)) 
3. Q This international search report has been established taking into account the rectification of an obvious mistake 

authorized by or notified to this Authority under Rule 91 Rule 43.6 bis(a) 
c. [X] With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 
Certain claims were found unsearchable (See Box No. II) 



□ 

□ 
Witht 



Unity of invention is lacking (Sec Box No. Ill) 
•gard to the title, 



□ thet 



it is approved as submitted by the applicant. 

a has been established by this Authority to read as follows: 



D><] the text is approved as submitted by the applicant. 

[ | the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to th 1S Authority. 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 

| | as suggested by the applicant. 

| | as selected by this Authority, because the applicant failed to suggest a figure. 

| | as selected by this Authority, because this figure better characterizes the invention. 

b. [XJ none of the figures is to be published with the abstract. 
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_ _ International application No. 

INTERNATIONAL SEARCH REPORT 

PCT/US05/12671 

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item l.c of the first sheet) 



.With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was 
carried out on the basis of: 

a. type of material 

[/Kl a sequence listing 

| | table(s) related to the sequence listing 

b. format of material 
[X] on paper 

I I in electronic form 

c. time of filing/furnishing 

[X] contained in the international application as filed 

|^<3 filed together with the international application in electronic form 

[X] furnished subsequently to this Authority for the purposes of search 

2. [3 In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

3. Additional comments: 
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INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US05/ 12671 



k . CLASSIFICATION OF SUBJECT MATTER 
IPC: C12N 9/00( 2006.01 ),l/20( 2006.01),15/00( 2006.01);C07H 21/04( 2006.01);C07K l/00( 2006.01) 



USPC: 435/194,91. l;536/23.2 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 435/194,91. l;536/23.2 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
medline, biosis, caplus search terms: hyperactive reverse transcriptase, mutation, processivity domain, RNase H activity 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Citation of document, with indication, where appropriate, of the relevant 



US 6, 1 36,582 (GAO et al.) 24 October 2000 (24. 1 0.2000), see entire document. 



Relevant to claim No. 



46,47,49,50,57,58,75,7 
9,80,82,86-96,127,128 



1-45.48,51-56,59- 
74,76-78,81,83-85,97- 



| | Further documents are listed in the continuation of Box C. Q See patent family 

• Special categories of cited documents: *T" 

:nt defining the general state of the art which is not considered to be of 



publication date of another cit 




Date of the actual completion of the international search 
06 June 2008 (06.06.2008) 



Name and mailing address of the ISA/US 
Mail Stop PCT, Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (571)273-3201 



Date of mailing of tht 



Telephone No. 57 1 -272- 1 600 
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To: 

EDWIN FLORE S 
CHALKER FLORES, LLP 
SUITE 455 

12700 PARK CENTRAL DRIVE 
DALLAS, TX 75251 



PCT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



Applicant's < 
AMBL2001 



r agent's file reference 



Date of mailing 
{day/month/year) 



(PCT Rule 436/5.1) 

19 JUN2Q0B" 



International application No. 
PCT/US05/12671 



International filing date (day/month/year) 
14 April 2005(14.04.2005) 



International Patent Classification (IPC) or both national classification and IPC 
Please See Continuation Sheet 

435/194,91. l;536/23.2 



Priority date (day/monlh/year) 
19 April 2004(19.04:2004) 



Applicant 
AMBION INC 



□ 


Box No. I 
Box No. II 


□ 


Box No. Ill 


□ 


Box No. IV 


lEI 


Box No. V 


□ 


Box No. VI 


□ 


Box No. VII 


□ 


Box No. VIII 



indications relating to the following items: 
Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43W*.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 



2 FURTHER ACTION , 

If a demand for international preliminary examination is made, this opinion will be considered to be a written ^opinion of the 

that written opinions of this International Searching Authority will not be so considered. 

> the 
mailing 



If this opinion is, as provided above, considered to be a written opinion of tte IPEA, the app Lean .s ^V d Z T n 
PEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of n 
of Form PCT/ISA^20 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 



Name and mailing address of the ISA/ US 
Mail Stop PCT, Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 223 1 3-1 450 
Facsimile No. (571) 273-3201 



Date of completion of this opinion 
06 June 2008 (06.06.2008) 



Telephone No. 571-272-1600 0 



Form PCT/ISA/237 (cover sheet) (April 2007) 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International application No. 
PCT/US05/12671 


Box No. I Basis of this opinion 


1 . With regard to the language, this opinion has been established on the basis of: 
E*3 the international application in the language in which it was filed 

[ | a translation of the international application into , which is the language of a translation furnished for the purposes of 

international search (Rules 12.3(a) and 23.1(b)). 

2. □ This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified to this 

Authority under Rule 91 (Rule 436/j. 1(a)) 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has been 
established on the basis of: 


a. type of material 




a sequence listing 




| | table(s) related to the sequence listing 




b. format of material 




E<] on paper 




1^1 in electronic form 




c. time of filing/furnishing 




|^| contained in the international application as filed. 




^ filed together with the international application in electronic form 






4 £<3 In addition, in the case that more than one version or copy of asequence listing and/or table(s) relating thereto has been fi ed 
' or furnished the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 


5. Additional comments: 
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International application No. 


WRITTEN OPINION OF THE 


PCT/US05/ 12671 


INTERNATIONAL SEARCHING AUTHORITY 





Box No. V Reasoned statement under Rule 43 to.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 

Novelty (N) Claims Please See Continuation Sheet YES 

Claims Please See Continuation Sheet NO 

Inventive step (IS) Claims Please See Continuation Sheet YES 

Claims Please See Continuation Sheet NO 

Industrial applicability (IA) Claims Please See C ontinuation Sheet YES 

Claims Please See Continuation Sheet NO 



2. Citations and explanations: 

Claims 46,47,49,50,57,58,75,79,80,82,86-96,127,128 lack novelty under PCT Article 33(2) as being anticipated by Gaoetal. (U.S. 
PatentNo.' 6,136,582). .. ... ... ... 

Gao et al teach a hyperactive Moloney murine leukemia Virus reverse transcriptase comprising a mutation at position 155 of the wild- 
type polymerase and the encoding polynucleotide, vector and host cell comprising said polynucleotide. The taught polymerase has a 
DNA polymerase activity of between 0.1 and 300 Units per microgram and RNase H activity between 0.1 and 25 percent of the wild- 
type RNase H activity. Gao et al. further teach kits for nucleic acid synthesis comprising the above hyperactive reverse transcriptase 
buffers, primers, nucleotides, instructions etc 

Claims 1-45 48 51-56 59-74 76-78,81,83-85,97-126 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not 
teach or fairly suggest the claimed hyperactive reverse transcriptases having one or more point mutations in the processivity domain and 
mutations in the nucleotide selection domain. 

it in PCT Article 33(4), and thus have industrial applicability because the subject matter claimed car 
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International applicat 


on No. 


WRITTEN OPINION OF THE 


PCT/US05/ 12671 




INTERNATIONAL SEARCHING AUTHORITY 







Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 



Continuation of IPC: 

C12N 9/00( 2006.0 l),l/20( 2006.01),15/00( 2006.01);C07H 21/04( 2006.01);C07K I/00( 2006.01) 



V.l. Reasoned Statements: 

The opinion as to Novelty was positive (Yes)with respect to claims 1-45,48,51-56,59-74,76-78,81,83-85,97-126 
The opinion as to Novelty was negative (No) with respect to claims 46,47,49,50,57,58,75,79,80,82,86-96, 127 and 128 
The opinion as to Inventive Step was positive (Yes)with respect to claims 1-45,48,51-56,59-74,76-78,81,83-85,97-126 
The opinion as to Inventive Step was negativc(NO) with respect to claims 46.47,49,50,57,58,75,79,80,82,86-96,127,128 
The opinion as to Industrial Applicability was positive (YES) with respect to claims 1-128 
The opinion as to Industrial Applicability was negative(NO) with respect to claims NONE 
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NOTES TO FORM PCT/ISA/220 

under that Treaty. In case of discrepancy betw publication of WIPO. 

deta.led informat.on, see *lso the PCT Applicant su ReE1J | atI ons and the PCT 

,n these Notes, "Article." "Rule" md "Sect.cn" refer ,o the provisions of the PCT. the PCT Reg.lat.ons 
Administrative lnstruct.ons, respectively 

,NSTRUCTIONSCONCERNING AMENDMENTS UNDER ARTICLE 19 

u „- ,„H it,,, written oD.nion of the International 

The apphcan, has. after hav.ng "«- d 'j^^^ 
Searching Authonry. one opportune to amend ^ a^d draw.ngs, may be amended dunng the 

that, s.nce all parts of the 'n'?? 8 "™^ 

international preliminary ^l^ZsTetncr to be published for .he purposes of provisional protection i or 

except where, e.g. the < app .cant *» B , ^ 1Qna | publication Furthermore ... should be emphasized that provis.o 

reason for ■^^^S.SJSily « - PCT Applicant s Gui*. Volume l/A. Annexes B I and B2). 

What parts of the international application may be amended ? 

Under Article 19. only the daims may be amended. , ,„ . , th 

Upon entry into the national phase. aH pans of the internat.ona. application may be amended under Article 28 or. 
where applicable. Article 41. 

which...- ''"^^fi?', 1 ^ '*'" jLr»° d by the imcnWional Bureau ate. Ite.xp. r»l ion »f * » W> 

Wh '""°r— be « w,h ,he — B,e,o - no, - ,he TO e„n S O*- o, ,h« 
International Searching Auihonty (Rule 46.2) 

Where a demand for international preliminary examination has been/is filed, see below 

How? Eim e„,n B oneo_^ 
or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims wh.ch. on account of an amendment 
argents, differs from the sheet ongina.ly filed. 

renumbered consecutively (Section 205(b)) 

The amendments must be made in toe language in which the international application is to be published. 

What documents must/may accompany the amendments ? 
Letter (Section 205(b)): 

=^««r^^s as- - * 

contused w.tn me a „„| ic ant. However, if the languag 



ent under Article i?t i ) i^cc u t , u «, 

b Si ^„^ 

letter must be in French. ^ 

Notes to Form PCT/ISA/220 (first sheet) (January 2004) 
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NOTES TO FORM PCT/1SA/220 (continued) 

n,a?.denticS indications concerning several cla.ms may be grouped), whether 
(i) the claim is unchanged; 

(ii) the claim is cancelled; 

(iii) the claim is new, 

(ivj the claim replaces one or more claims as filed; 
(v) the claim is the result of the division of a claim as filed. 
The fol.owing examples illustrate the manner in which amendments must he exp.ained in the accompanying 

claims 30, 33 and 36 unchanged; new claims 49 >o 5 I added 
2 fWhere ong.nally there were I 5 claims and aher amendment of all claims there are I I J: 

"Claims 1 to 1 5 replaced by amended claims I to I 1 . „ rtAin „ 
3. [STe ong.nal.y there were , 4 claims and the amendments cons.si in cancelling some cla.ms and ,n adding 

new claims]: ., __ n __ii et j. new claims 15, 1 6 and 17 added." or 

claim 14; claim 17 subdivided into amended claims id, loanu , 
"Statement under Article 19(1)" (Rule 46.4) 

The statement will be published with the international application and the amended cla.ms. 
,t must br in the language in which the international application is to be published. 
It must b brief not exceeding 500 words if in English or if translated into English. 

using the words "Statement under Article .9(1). ^ of , he re|evance of Nations 

It may not contain any ^J»in* in the international search 

reTort'mtbfmadeC.y .ntnTect.on with an amendment of that cla.m 

Consequence if a demand for international preliminary examination has already been filed 
" ,f. - - t,me of Hhng any a.endme- and any 

. ,.i„n„ m^p thp written oninion of the International Searching 

,f a demand for international preliminary examinat ^^^J^^^^ Authori ty did not act as 
Authonty will, except n = c^ where J^ntem^ Ru , e 661Ws(b)> be 

International Searching Authonty ™ wh^""" j "£ re y irn j nary Examining Authority. If a demand is made, the 
considered to be a written opinion of *e Intemafior^ g^^^^ * ly to tr f e written opinion together, 
applicant may submit to the International l^^J^^f^^ the date of mailing of Form 

^^^^ 

Consequence with regard to translation of the interoationa, application^ entry into the national phase 

the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see the PCT Appbcani s Gu.de, 
Volume II. 
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